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LETTERS TO THE EDITOR
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The rt-PA Versus Streptokinase
Controversy-IV
The probing and provocative editorial of Afonrad (11 will undoubt-
edly he subjected to vigorous rebuttal . However, several of the
issues raised in the editorial bedevil the rlsefu] application of the
results of controlled clinical trials of cardiovascular interventions
other than thrombolysis .
The purpose of such trials is to establish the clinical utility
of
a
particular intervention, medication OF procedure for the prevention
of disease or for the relief of its consequences . The clinical signifi-
cance (nature, magnitude and generalizability of response), logistics
lease of application) and overall cost (cs, no
or alternative lucrapic a)
collectively determine the broad value of medical practice to soci-
ety . Logistic and cost issues me seldom included in the trial design
but must enter into clinical decision-making . In acute myocardial
infarction effective application of thrombolysis must be she respon
.
sibility of emergency room, tamily practice or internal medicine
physicians . A simple, noncomplex procedure will be widely used .
One that is complex in regard to dosing strategy and ancillary
procedures such as heparinization will not be employed, or deferred
to a specialist cardiologist with further undesirable delay .
The conclusions of the TIM] I trial, implying lack of throm-
bolytle efficacy of steeplokinasc and the potential for actual harm
(2), were astonishing to me and my colleagues in 1985 . But one early
data (3,4) ware uncontrolled and observational in nature . In that
year the de facto endorsemenr by the NHLBI of rt-PA as the agent
of choice-without regard to logistics and cost-and the funding of
trials only if ro-PA was the lyric agent strongly discouraged use of
other agents in the Onitod State; . Perhaps a lawyer would argue i hat
selection of streptokinase was below the standard of care! Thus.
Many cardiology trainees in thr second half of the last decade
entered programs ir, which the superiority of ri-PA was established
dogma and the detaled Endings of TIMI and TAMI were required
reading
. These physicians have now entered clinical practice, are
well trained in the application of rt-PA and provide the answer to the
question en preferences by country raised in the accompanying
editorial by Sherry and Murder (5).
It is not my intent to enter into the somewhat irrelevant debate
regarding tae inter to 'prove" superiority of v-PA, clearly an
effective thrembolytic agent . However, to reject the findings of
GISSI and ISIS-studies that reasonably resemble general clinical
practice-undermines the relevancy of all controlled clinical trials .
Indeed, in a program of the American College of Cardiology held at
Lake Louise in March 1992, the respected cardiovascular epidemi-
ologist. Salim Ysuf of the NHLBI poses the interesting tine :
'Impact of Clinical Trials on Thrombolytic Therapy in Clinical
Practice
: Science or marketing?" Controlled clinical trials to refute
prior controlled clinical trials, when funded in large part by com-
.crcial interests, are deserving of critical examination as to actual
purpose. The hope to derive other interesting . perhaps important,
insights is analogous lnPJStifying the space program on the basis of
the biology of weightlessness,
Optimal policy decisions with regard to funding must not be
adversely affected by the singular opinions or powerful persons in
the sceteatihc or regulatory community . Thus research funding on
atherogenesis has been directed at the lipid aspects of the process .
The simplistic, outdated and incomplete hypothesis-chat dietaryfal
intake and its marker, total serum cholesterol, determine adverse
clinical uutcmnes-now
, requires major revision to incorpuralc new
knowledge regarding thrombosis, endolhetiat function, vascular
reactivity and other complex, polygenic multifaclorial mechanisms .
A similar simplistic hypothesis-that an open artery at 91) min would
automatically translate into superior clinical benefit-has now been
shown to be false. Mocrad's commentary, and the accompanying
editorial by Sherry and Marder (5),
are deserving of careful consid-
eration .
Such issues are part of the substrate for the topic of the
President's Page by Robert L . Frye, President of the ACCr'The
Medicare Fee Schedule" (6). If, in the aggregate, expensive inter-
ventions supercede others of wider applicability and substantively
less cost, health care cost containment cannot he achieved .
H . L C. SWAN, MD, PnD, FACC
1075 Wallow Ridge
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Corrections
An error appeared in the article by Hhata et al, in the July 1991
issue of the Journal (Hirata K, Triposkiadis F . Sparks E, Bowen J,
JACC Vnl. 19. No. I
Alin11992:111r 41
Wooley CF. Boudoulas H . The Marfan syndrome : abnormal uertic
elastic properties . J Am Call Cardiol 1991,18157-631
. The authors
write:
"After the rublication of the above manuscript we noticed an
error in the expression of the units in the aortic dis(ensibility,
The formula used for the calculation of the aortic distensibility
(page 591 is correct
. To convert the numbers obtained from the
formulated-us, the numbers should be divided and not multiplied
by 1333.
This cam in the expression, however . does not change any of
the Laic (ndices end final conclusions. -
A correctiem should he node to Table 4 in the article by Kayden
et al. in the November 15, 1991 issue of the Journal (Kayden DS
.
Sigal 5, Soufer R, Matters 7, Zorn RL
. Wackers FJTh. Thallium'
201 for assessment of myocardkil viability, quantitative cooper,
isoer of 2a-hour rediurihnrion imaging with imagine after reinjecrion
at rest, f Am Cull Cardiol 1991,181490-61. Tbc corrected table
follows:
Table 4 . Quantitative Urlect Size (man ± SD) at Repent Imaging
of 63 Views With a Reversiele Meet We Fig
. 5t
	p = Ns.
rp
< 0.001 . Abbreviations as in Table 2 .
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The following abstract was selected for alternate presentation at the
4151 Areal Scientific Session of the American College of Cardiol-
ngy . April C-!6 is Dallas . Texas a-, pan of an oral comnhmions
session :
768 Role of the Endothelium in Heart Failure
TuevJay . April 14, 1992
4:00 P-1 :30 P%I
Dallas Cenventien Center
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Reversal Of Abnormal 1lemodyeemic Proble Dues Rot
Aasure improvement Ot Abnormal Aldonomlc Tone in
f7on;ec9ve Heart Failure
Philip
F Sinking
. Game Mesa, Ennro Nuineana . Gregory
Eaton . Robert J Cody, The Ohio Slate University, Cd n
ib
+s,
Ohio.
Angiotansin converting enryme (ACE) Inhibition augment ;
parasympathoilc (pare) tone and restores normal amonamte
balance in congestive heart tailors (CHF) as previously re•
ported by our laboratory. Whether this is a noempecita re-
sponse to the improved hemxynamie stabs resuRmg tram
vasodilation or derives from a d : act effect of ACE inhibition
on autonomic control is unresolved. Therefoeo, autonomic
tone was assessed by the power spectral density (PM) of
heart rate
variability
(HRV) 'as response 10 non-AGE dependent
vasooitation in 8 patients with CHF who received alternate day
infusion of nitroprusside [NP) am the dap rirrergrc agcnlst
tennldopem (FEN) which were Heated t0 maintain! a 25%
increase in
cardiac
output. NP did not produce soy charge in
sympathetic (sym) or para tone as measured by the PSD of
HRV . Inrusion of FEN resulted in further sym acWation with a
doubling of the low frequency area of the POD (BPM2) from
7 .3X104_7.0X1G'to 15.7X10'±9.5X10" (pw .03) . A
signincam (p < .04) decrease in pare lane was Irritated by a
decrease in the proportion of high frequency FEV .
Vasodlaton produced by these non-ACE dependent mech-
anisms does not produce the augmentation of paw terse and
restoration of autonomic profile observed with ACE inhibitors .
Therefore, restoratet t of normal autonomic balance in CHF
does not result from reversal of hemodynarr4C abncrmaflies
alone, but, as noted with ACE Inhibition, must derive tan
some direct or indirect influence on autonomic control .
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